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Before Propensity Score Matching

After Propensity Score Matching

IVIgG(+) IVIgG(-) SD (%) IVIgG(+) IVIgG(-) SD (%)
n (%) 960 (30.8) 2158 (69.2) 653 653
ICU characteristic
ICU beds volume 12 (10-19) 12 (8-19) 13.3 10 (8-16) 12 (8-18) 9.8
ICU type
ER ICU 464 (48.3) 1077 (49.9) 3.2 308 (47.2) 308 (47.2) 0.0
General ICU 496 (51.7) 1081 (50.1) 32 345 (52.8) 345 (52.8) 0.0
Intensity of intensivists
Closed ICU model 453 (47.2) 1102 (51.1) 7.8 329 (50.4) 326 (49.9) 1.0
Open ICU model 326 (34.0) 752 (34.8) 17 198 (30.3) 208 (31.9) 34
Intensivist Co-management model 181 (18.9) 304 (14.1) 12.9 126 (19.3) 119 (18.2) 2.8
Preference to DIC therapy (%)
Actively (radical) 763 (79.5) 1031 (47.8) 69.8 468 (71.7) 461 (70.6) 24
Not actively (conservative) 23(4.4) 505 (23.4) 57.1 23(3.5) 24 (3.7) 11
Neither (treat DIC occasionally) 174 (18.1) 622 (28.8) 255 162 (24.8) 168 (25.7) 21
Patient characteristics
Age (y) 70 (61-79) 73 (63-81) 16.5 72 (62-80) 72 (62-80) 1.6
Gender (male) (%) 563 (58.6) 1307 (60.6) 41 395 (60.5) 394 (60.3) 04
Weight (kg) 55.9 (47.2-65.0)  54.0 (46.2-64.0) 58 55.7 (47.0-65.0)  54.0 (46.0-63.4) 7.2
Prior location (%)
Outpatient (ER) 354 (36.9) 1049 (48.6) 238 272 (41.7) 287 (44.0) 4.6
Inhospital (general ward) 329 (34.3) 588 (27.2) 15.4 189 (28.9) 184 (28.2) 46
Transferred from other hospital 277 (28.9) 521 (24.1) 10.9 192 (29.4) 182 (27.9) 33
SIRS score day1 3(2-4) 3(2-4) 4.4 3(2-4) 3(2-4) 1.1
APACHE I 24 (17-30) 22 (16-28) 18.3 23 (17-30) 23 (17-29) 54
SOFA score dayl
Respiratory 2(1-3) 2 (1-3) 11.6 2 (1-3) 2 (1-3) 33
Hematologic 1(0-2) 1(0-2) 244 1(0-2) 1(0-2) 0.8
Hepatic 0(0-1) 0(0-1) 12.1 0(0-1) 0(0-1) 0.0
Cardiovascular 3(2-4) 3(1-4) 29.6 3(1-4) 3(1-4) 5.8
Neurologic 1(0-3) 1(0-3) 9.9 1(0-3) 1(0-3) 49
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Renal

Laboratory data dayl

White blood cell count (10%/1)

Hemoglobin (g/dl)

Platelet count (10%1)
Comobidity

Liver

Respiratory

Cardiovascular

Renal

Immnocompromised

Preexisting coagulopathy (%)

Cirrhosis/liver failure

Chemotherapy

Hematologic malignancy

Medication of warfarin
Others

Infection site (%)
Abdomen
Lung
Urinary tract
Musculoskeltal
Infectious endocarditis
Others
Central nerve system
CRBSI
Unknown

Blood culture (%)
Positive
Negative
Not taken

Microorganism (%)

2 (0-3)

10.6 (3.3-17.9)
10.5 (8.9-12.2)

107 (54-172)

52 (5.4)
38 (4.0)
65 (6.8)
82 (8.5)

174 (18.1)

45 (4.7)
48 (5.0)
40 (4.2)
31(32)

19 (2.0

346 (36.0)
226 (23.5)
133 (13.9)
128 (13.3)
21(2.2)
14 (1.5)
19 (2.0)
21(2.2)

52 (5.4)

438 (45.6)
464 (48.3)

58 (6.0)

1(0-3)

115 (5.5-17.7)
10.7 (9.0-12.6)

130 (72-203)

75 (3.5)
82 (3.8)
113 (5.2)
173 (8.0)

310 (14.4)

75 (3.5)
94 (4.4)
58 (2.7)
120 (5.6)

36 (1.7)

674 (31.2)
571 (26.5)
361 (16.7)
238 (11.0)
47 (2.0)
44.(2.0)
42 (1.9)
23(1.1)

162 (7.5)

931 (43.1)
1100 (51.0)

127 (5.9)

15.1

21.1

9.2

1.0

6.7

1.8

10.0

6.1

2.8

8.2

11.7

2.2

10.2

6.9

7.8

7.0

14

3.8

0.7

8.6

8.5

5.0

54

0.4

2 (0-3)

11.8 (3.8-18.8)
10.6 (9.0-12.3)

118 (64-188)

25 (3.8)
29 (4.4)
40 (6.1)
50 (7.7)

107 (16.4)

24 (3.7)
31 (4.7)
16 (2.5)
29 (4.4)

16 (2.5)

234 (35.8)
159 (24.3)
98 (15.0)
75 (11.5)
14 (2.1)
13 (2.0)
14 (2.2)
7(L1)

39 (6.0)

286 (43.8)
324 (49.6)

43 (6.6)

2 (0-3)

11.4 (5.1-17.7)
10.6 (9.1-12.6)

125 (66-194)

34 (5.2)
29 (4.4)
45 (6.9)
57 (8.7)

99 (15.2)

28 (4.3)
35 (5.4)
24 (3.7)
26 (4.0)

14 (2.1)

222 (34.0)
162 (24.8)
102 (15.6)
75 (11.5)
12 (1.2)
16 (2.5)
14 (2.1)
9(1.4)

41 (6.3)

282 (43.2)
320 (49.0)

51 (7.8)

16

7.6

23

0.8

1.6

6.8

0.0

3.2

3.6

3.3

3.1

3.2

6.9

2.0

2.7

3.8

1.2
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Gram-negative rod 379 (39.5) 753 (34.9) 95 254 (38.9) 240 (36.8) 43

Gram-positive-cocci 268 (27.9) 458 (21.2) 15.6 150 (23.0) 165 (25.3) 5.4
Combined 110 (11.5) 287 (13.3) 5.5 86 (13.2) 81 (12.4) 24
Others 13 (1.4) 45(2.1) 53 10 (1.5) 9(1.4) 0.8
Fungus 13 (1.4) 42 (1.9) 3.9 11 (1.7) 8(1.2) 4.2
Virus 5(0.5) 23(1.1) 6.7 5 (0.8) 4(0.6) 24
Unknown 172 (17.9) 550 (25.5) 18.5 137 (21.0) 146 (22.4) 34
Surgical intervention/drainage (%) 466 (48.5) 848 (39.3) 18.6 353 (54.1) 351 (53.8) 0.6

Values are shown as n(%) or median (interquartile) as appropriate.
Abbreviation: SD; standardized difference, ER; emergency room, DIC; disseminated intravascular coagulation, CRBSI; catheter related blood stream

infection.
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Before Propensity Score Matching

After Propensity Score Matching

IVIgG (+) IVIgG (-) p value IVIgG (+) IVIgG () p value
960 2158 653 653
Adjunctive treatments of sepsis (%)
Anti-DIC therapy
Antithrombin 530 (55.2)  439(20.3)  <0.001 337(51.6) 188(28.8)  <0.001
Recombinant human soluble thrombomodulin 431(50.7)  419(19.4) <0.001 270(41.3) 170(26.0) <0.001
Heparinoid 66 (6.9) 93 (4.3) 0.002 44 (6.7) 35(5.4) 0.296
Protease inhibitor 195(20.3) 192(8.9) <0.001 129 (19.8) 92 (14.1) 0.006
Low dose steroid 364 (37.9) 399 (185)  <0.001 242 (37.1)  147(225) <0.001
Renal replacement therapy 377(39.3) 501(23.2) <0.001 234 (35.8) 165(25.3) <0.001
Renal replacement therapy for non-renal indications 135(14.1) 129 (6.0) <0.001 88 (13.5) 63 (9.6) 0.031
Polymyxin B direct hemoperfusion 327 (34.1) 357(16.5) <0.001 207 (31.7) 142(21.7) <0.001
Plasma exchange 17 (1.8) 12 (0.6) 0.002 11 (1.7) 5(0.8) 0.131
Veno-arterial ECMO 7(0.7) 21 (1.0) 0.330 6 (0.9) 4 (0.6) 0.525
Veno-venous ECMO 14 (1.5) 26 (1.2) 0.335 7(1.1) 5(0.8) 0.562
Intra-aortic balloon pumping 5 (0.5) 8 (0.4) 0.369 3(0.5) 0 (0.0) 0.083
Transfusion (Units)
RBC 2 (0-6) 0 (0-4) <0.001 2 (0-6) 0 (0-4) <0.001
FFP 0 (0-10) 0 (0-0) <0.001 0 (0-10) 0 (0-4) <0.001
Platelet concentration 0 (0-20) 0 (0-0) <0.001 0 (0-10) 0 (0-0) 0.002

Values are shown as n(%) or median (interquartile) as appropriate.

Abbreviation: DIC; disseminated intravascular coagulation, ECMO; extracorporeal membrane oxygenation, RBC; red blood cell

concentration, FFP; fresh frozen plasma

#F3F, AT~y F U TRHIETO ICUFLT R « BeNH TR, KON ICU

A= 28 HENZIT 5 N TP « 7135060 A - B AR A A I
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T2 VRNEVICU B3R IVIgh BECAHEIZEE (22. 8% vs 17. 4%, PfE<0.001)

TV, FENETRIT IVIgt FHETEV BETH 722, et FIICITAE

ThhoTz (34.4% vs 31.0%, PAE=0.066), HI A 2T~ v F > 7%i%, ICU

WI-HR (21.0% vs 18.1%, P fi=0.185). PFeNIET-= (32.9% vs 28.6%, P

fE=0.093) & IVIgG HETW TN EETH o 72h, Mt FIICHEELZRD R

NoTz,

F7o. ICU ANZE% 28 AMICIT D N LAFRIIR] » F- A0 IR - B AR

IERMIR, £ 10U RS, iR =27~y F U7 - v~ v F U7k L bic,

IVIgG FECRHIM CTH 7228, ICU AL FE TO HEICAERZEIT o

77’»’
—o

#3 fHmAaT~v T THIFBD, ICUFRTR - FENFETER, KOV ICU

A= 28 HENZIT 5 N TP IR « A1 35060 AR - B vA A R

£ TCU A%, ICU A= HIBFiE ToO A

Before Propensity Score Matching After Propensity Score Matching
IVIgG (+) IVIgG (-) p value IVIgG (+) IVIgG (-) p value
960 2158 653 653

Mortality
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ICU mortality (%) 219 (22.8)  376(17.4)  <0.001 137 (21.0)  118(18.1) 0.185
In-hospital mortality (%) 330 (34.4) 670 (31.0) 0.066 215(32.9) 187(28.6) 0.093
Duration of major intervention uses up to 28days and length of stay (days)
Duration of mechanical ventilation 5 (2-12) 3(0-9) <0.001 5 (2-12) 3(0-9) <0.001
Duration of vasoactive drugs 3(2-7) 3 (0-5) <0.001 3 (2-6.5) 3 (1-6) 0.004
Duration of renal replacement therapy 1 (0-5) 0(0-2) <0.001 0 (0-4) 0 (0-2) <0.001
Length of stay in ICU 8 (4-15) 6 (3-13) <0.001 8 (4-15) 7 (4-13) 0.012
Length of stay from ICU admission to discharge 28 (14-55) 27 (13-53) 0.310 28 (14-50) 27 (13-52.5) 0.743

Values are shown as n(%) or median (interquartile) as appropriate.

L O A B PR ik D R L AR T RO 2 MREE T D 72, — A E LT R

(generalized estimating equations) 2 & 2 EUF/HT 2 W CTHH%E L 7= 45 5

FRATRT, ZOFEEFT BT S, IVIgh 1T ICU TR0 (v X

ke 0. 883, 95% {5 HEIX[H 0. 655-1. 192, PE=0.417), X OPENL RO (4

v 0. 957, 95%[EFE X [H] 0. 724-1. 265, PfE=0.758) |ZEHHE L7277,

F 4 FEEHEI% O TCU BT R - FrNAE TR

20

IVIgG (+) IVIgG (-) Odds ratio (95% CI) p value
ICU mortality (%)
Unadjusted 137/653 (21.0) 118/653 (18.1) 1.204 (0.915-1.584) 0.185
Adjusted 0.883 (0.655-1.192) 0.417
In-hospital mortality (%)
Unadjusted 215/653 (32.9) 187/653 (28.6) 1.223 (0.967-1.548) 0.093
Adjusted 0.957 (0.724-1.265) 0.758




Abbreviation: Cl; Confidence Interval

F7-. WErOEMT TETCER LI L oI, IVIgb 2 FEBLI-Z A 2 71 ARH

THO, BEICE->TIE AZE 2 ALIEOELELN IVIge FhioA M & AHE L

TWAAREM N D D, £ T, BN TZ 7 A& Y 7 fliBgEE (IVigs, DIC

TR, PUBEESE, A EAT vA N, BRERIE, A A CVBRERKT

179 BAEHRIE, PMX, M4EASHa, ECMO, TABP, i) (Zinx., A=3 HHK

N7 HH® SOFA 227 OfEZ W T, — b H I X 2 BR 58 21800

THEEL, ANE1BABOEREERHZELZRA2T- (ANE3HH, 7HHDSOFA 2=

THRRELTWD 181 NITFENT N EERAN LT, F72, IBP IZfEH SN TWDH A

FNTLDETH L0, EERTITZEEITITHRA LR -72), £ OIBINE

PR a5 KUK 6 1T, ZOBIBATICIBWN TS IVIgE 1% ICU JELT R K

OBENSEL RO & BED 2o Tz,

K5 BIHTICRI S ICUETIZHE L 52 DK+

Odds ratio (95% CI) p value

Adjunctive treatment of sepsis

Anti-DIC therapy
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Antithrombin 1.644 (0.871-3.102) 0.125
Recombinant human soluble thrombomodulin 0.779 (0.398-1.528) 0.468
Heparinoid 1.829 (0.842-3.971) 0.127
Protease inhibitor 0.725 (0.408-1.288) 0.273
IVIgG 0.815 (0.456-1.457) 0.49
Low dose steroid 1.341 (0.783-2.298) 0.285
Renal replacement therapy 1.819 (0.852-3.886) 0.122
Renal replacement therapy for non-renal indications 1.394 (0.636-3.053) 0.407
Polymyxin B direct hemoperfusion 0.820 (0.459-1.466) 0.503
Plasma exchange 1.261 (0.234-6.798) 0.787
Veno-arterial ECMO 1.588 (0.002-1577) 0.896
Veno-venous ECMO 0.954 (0.237-3.834) 0.947
Transfusion
RBC 1.074 (1.030-1.119) 0.001
FFP 0.996 (0.985-1.008) 0.55
Platelet concentration 0.994 (0.986-1.003) 0.183
SOFA score day3
Respiratory 1.027 (0.834-1.264) 0.803
Hematologic 0.776 (0.609-0.990) 0.041
Hepatic 0.730 (0.521-1.022) 0.067
Cardiovascular 0.901 (0.747-1.087) 0.278
Neurologic 1.049 (0.704-1.563) 0.816
Renal 0.954 (0.719-1.265) 0.743
SOFA score day7
Respiratory 1.810 (1.493-2.196) <0.001
Hematologic 1.498 (1.112-2.018) 0.008
Hepatic 1.397 (1.051-1.856) 0.021
Cardiovascular 1.198 (0.964-1.489) 0.103
Neurologic 1.378 (0.987-1.925) 0.06
Renal 1.358 (1.027-1.796) 0.032

181patients were excluded from the analysis because SOFA score at day 3 or day7 were not

recorded. Since the number of patients was small, intra-aortic balloon pumping was not included in
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the logistic regression model.

Abbreviation: DIC; disseminated intravascular coagulation, ECMO; extracorporeal membrane

oxygenation, RBC; red blood cell concentration, FFP; fresh frozen plasma, CI; Confidence Interval

K6 BIMEATICRIT DBENE ISR E L 5 X 5N+

Odds ratio (95% CI) p value
Adjunctive treatment of sepsis
Anti-DIC therapy
Antithrombin 1.135 (0.794-1.624) 0.487
Recombinant human soluble thrombomodulin 0.656 (0.421-1.023) 0.468
Heparinoid 0.898 (0.532-1.515) 0.687
Protease inhibitor 0.948 (0.615-1.462) 0.809
IVIgG 0.965 (0.668-1.394) 0.849
Low dose steroid 1.491 (1.030-2.157) 0.034
Renal replacement therapy 1.261 (0.753-2.111) 0.378
Renal replacement therapy for non-renal indications 0.733 (0.417-1.288) 0.28
Polymyxin B direct hemoperfusion 0.739 (0.539-1.014) 0.061
Plasma exchange 2.037 (0.366-11.34) 0.417
Veno-arterial ECMO 2.002 (0.053-75.96) 0.14
Veno-venous ECMO 0.505 (0.110-2.317) 0.38
Transfusion
RBC 1.037 (1.003-1.072) 0.032
FFP 0.995 (0.985-1.006) 0.373
Platelet concentration 1.000 (0.988-1.012) 0.95
SOFA score day3
Respiratory 0.966 (0.805-1.158) 0.706
Hematologic 0.864 (0.647-1.153) 0.321
Hepatic 0.827 (0.594-1.151) 0.26
Cardiovascular 0.892 (0.784-1.014) 0.08
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Neurologic 1.102 (0.909-1.336) 0.321

Renal 1.013 (0.821-1.249) 0.906
SOFA score day7
Respiratory 1.372 (1.154-1.631) <0.001
Hematologic 1.573 (1.239-1.997) <0.001
Hepatic 1.356 (1.044-1.762) 0.022
Cardiovascular 1.331 (1.152-1.538) <0.001
Neurologic 1.358 (1.131-1631) 0.001
Renal 1.236 (1.029-1.485) 0.023

181patients were excluded from the analysis because SOFA score at day 3 or day7 were not
recorded. Since the number of patients was small, intra-aortic balloon pumping was not included in
the logistic regression model.

Abbreviation: DIC; disseminated intravascular coagulation, ECMO; extracorporeal membrane

oxygenation, RBC; red blood cell concentration, FFP; fresh frozen plasma, ClI; Confidence Interval

NTT =AY —IETRE LAFRBR L O =y 7 ZBRSHT O R 2K 1

(7 Uiz, TVIgG BEM OFE TVIO BED MBI AT TR0 o7 (N — R

0.941, 95%fZ#H[X 4 0. 765-1. 158, P fE=0.566),

1 IVIgG BEROGE IVIgG BEICIS T A AT HhiR
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1.0
0.9
Tg IvigG (=) group
2
=]
v
=
. ..|  — T
2 0.8 IvlgG (+) group
E
3]
0
e 3.
a. B
0-77 Hazard ratio: 0.941 (95% Cl: 0.765-1.158, p=0.566)
IvIgG (+)| 653 578 539 474 409 349 303
IvigG (-)| 653 582 541 479 411 354 300
0.6 T T T
0 10 20 30
Days after ICU admission

F7o. BEEIEE & IVIge, 72 b NIMERE & IVIge MO AENERH 2 MEET 2

728 APACHE T A2 =227 O 3 WAL LA O ESEEE (APACHEL A =27 29 L) |) |

MO EEENZ OV TN 21T o7, BEEER & IVIge DREIZIX, ICU 3E

L (PE=0.095) ROBEHMIELHE (PIE=0.218) ([CHBELEZD LD

w
st
ol

VERIZRD 2o T-, F-RERELE IVIigt MOAZBEAERIZB TS, iR

FIEECH o7 (ICUBT R : PAE=0.247 ; [ENFET-Z : PfE=0. 378),
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[=%%]

AAFFEIL. TVIgG ASBUMAE & ONBMGEM: > 3 » 7 BE O EE/REIFICH 2 5 5%

BIZOWT, SRR T — 2 & IV TIRGE L 7 ARFRP) O REAE = A — MIFSE

Thbd, HEARA AT~ F o 7w W OfE S TVIgG 1% ICU 38 1= K K& OBz

NI ROK T EREE L TWedotz, 72, BEEIEE & IVIgt HE5DMIZ,

FECRITET D L O MBAERITAAE LR T, FRRIS, SR L TVIg6

TGO, FECERISHET D XL 5 R AR ZRO o1,

AWFFELIAN . ERICBIT 5. IVIgs DNRUIE D T4 I12 5 2 DB 2 mEr LT

WgeE LT, HES (2015) (2X 5 DPC (diagnosis procedure combination)

T2 ML, NIFFR 2L L35 MRICE DIAE S = v 7 BEIT K

T 25 IVIgG DA LIz s ¥, B EHIE 8264 AT — &~

— A ERMT UT-AE S TVIeG M TR GICEE Lo 12 L fEsm o 7=, £7-

H_EBIE, [FERIZ DPC 7= Z VT, ALK ZME &35 L E 2L

(X DMUMAE S 3 v 7 B (EBIEL 4919 N) 1281 5 IVIeGc Db et L7z

23, TVIgG IFFET- R & B L TR 72 19 TVIgG 2SERIMIE R O 141 5

R DB REAET HBRCIE, IVIge N L 0 HIERBEICRESIND Z LI ET
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HVEBING D, DFED  IVIgE BE L JFE TVIgt BE & O M7 SR T L Tl TVIgG

BT, ECRPERLS RDAEENSH D, T, IVIgh O FRUGER & WRFE

T DITIE, IVIgG #E &I IVIge HEH T, BEDHEEKLZHEST 5 Z L BMHETH

Do TOPEICIE, BIEEX a7 EORBMREENEH SN D, 1 EL DR

Mric /= DPC 5 —ZZ1%, EHIETH D Z & Z AT RIET 5 ALE K OVEH

THER (BRSO R LKA 13/FEE T D A3, APACHE L A =2 7 X2 SOFA A =1 7 4

HIEECDO L D2 KT DA XRT, HRHEPIRTERETH D TRENER G E

TxARV, AMFRCHEA LT — 4 <=2, HESAMMALE DPC F—4 &

gL, BEOEEEZFEST LI R, BIEEA T 250740

R PEERT 22 AL TS, ZOX I REFHEFF O KRBT —F X—2

(n=3195) ZM\., BEERZ IO L, i L 2 L AR O R Z

IR ThH D,

H_ESOWEICE X, AL TEH IVigc OFHORIME 725 K5 2T —2 1%

BT, BULIEBROERR R TA R4 2 (2016 4E) ¥ I2BIT 5B EH7R

ERZ BT DRER L IR oTe, TOBEBIZONTIE, BLFO &S RFADE X

LD, F—Io, IVIg 1THH b, BMUWEDIRBEICARA TH 508, Al E s



B2 ONR AR 2R T 5, IVIg i3, R L 2asiEM

OISR (AT Y =) . M OIEMEAL, RIEVEY A b 1A > OIHIZIR, A

WSPEAET DB OTMEMFEZA L, EEOmH S MR RGU T LA HIZE)

<EEZLRN WY BUESREF O THRUGEDNRPHIfFSATE T, L, |

MAERHE NS IVIg 2 L, £ DORRICOW TGS L7l 2 0 KA GEGI%L 500

NP E) 77 MMl FEERERIT, BERGR TH -7, KA YT 2007 I

R I T, Werdan H 2 X 5 SBITS study(Score-based immunoglobulin G

therapy of patients with sepsis) Ti% ¥, BEIERUMIERE (653 N) 2RI,

TSR RICE AT IVIge (31 0.9g/kg) 3. 28 HET-RAWET AMEF N

7278, 28 HAETERIZEII D o T2, IEM S OWFZRIZ Y. 682 A D HIERKYYE BE

i+ 57 0 MEEERERBR ChH TN, A—T T L THY |, i

EERNLUN (26.1%) . intention—to—treat EMTAS 72 S TUNRUWVEE L BI85 0

WEFE L IEE W, £z, BEFHIE A (X, IEROUEER (7T BRRIZEB T 2

RN OEERIER O RZR) THY . IVIigs DNIET-RE . EEQRIFICEH 2 5 BE

IR CHoT-, =7 T U EEEIX, IVIgt 12z, IgM-enrich IVIg DA

HE D A HENT W AR FENE LT (IgM-enrich IVIg 1%, IVIgG [FlkE. BUUMETEEIC
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ARTHL EHFSNTND), TOA NI TR ARUILIEEF IR G S

iz IVigh D 10 O 7 > % MMbidlik GEFIEGE 1430 N) =#HETH &, IVIG X

IR TICEEE LT\ (U 27 H0.81, 95%(EFEX ] 0. 70-0.93) (2 %

).

NN

X2 =7 T HLREGEHEO A Z TS0 B (BRARBUEBH (2RI 5 1VIgh

DFET RPN E 2 D) CRAMRHITIZRB W TIL, M S OWFFETOIETEN

HHEINTWAN, 2TV 5DV AT 4 v 7 LE 2 —FNEMICEE

ayE 7 ML, BEETEINTND, )

Analysis 2.1. Comparison 2 Polyclonal IVIG versus placebo or no intervention,
Outcome 1 All-cause mortality, adults, by type of polyclonal IVIG.

Study or subgroup Treatment Control Risk Ratio Weight Risk Ratio

n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.1.1 Standard polyclonal IVIG, adults
Burns 1991 425 313 S E— 11% 0.69(0.18,2.64]
Darenberg 2003 1/10 4/11 ‘_'— 1.0™% 0.28[0.04,2.07)
De Simone 1988 T2 9/12 ——r 2.52% 0.78[0.44,1.39]
Dominioni 1996 21/59 38/58 — 10.72% 0.54{0.37,0.8]
Grundmann 1988 15/24 19/22 | 5.55% 0.72[0.51,1.03]
Just 1986 6/13 916 —_— 2.26% 0.82(0.4,1.7]
Lindquist 1981 131 0/28 1 4 0.15% 2.72(0.12,64.14]
Masaocka 2000 32/230 46/202 — 13.T% 0.61[0.41,0.92]
Werdan 2007 126/321 113/303 - 32.53% 1.05[0.86,1.29]
Yakut 1998 i1 919 B E— 2.64% 0.3[0.1,0.95]
Subtotal (95% CI) 746 684 * 72.24% 0.81[0.7,0.93]
Total events: 216 (T reatment), 250 (Control)
Heterogeneity: Tau’=0; Chi*=17.42, df=9(P=0.04); 1’=48.33%

Favours Treatment o102 05 1 2 5 Favours Control
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LMLt IVIge IZB$ 5 3 OB DFEWHFZE (K31 7 2) OFH (EH]

$rEt 683 N) 1T TA AT 24T 9 &, IVIgC T T RICHEB L H 2 oz

(U 27t 1.02, 95%(Z#E X [E] 0. 84-1.24), 3 ODEDEWIFIED 5t SBITS

study ZFR< 2 DOMFEINT I BIEFIEDS 50 LT O/ ZETH D | A

RN EE LT E L THL R BT U ANRELNT EIXE W EN,

IgM-enriched IVIg {IZ DWW T HBE D EWIFZREICK 5 & [FIARIC BUIAE B E D BT

KPR ERDT (U AT 0,82, 95%(EHEXM 0.56-1.19), W& ZHA L

Th. Vg PRUIERF I CREZE TS ELMNTET  AI{F LR >

7= (U ZAZH0.97, 95%(Z#EX ] 0.81-1.15), AL TELNT-FERIZ. 2 h

5OMERR ERI CRMICBET b0 LELLND,

X3 27T HLEFEO A X AT LD R (BT & L EEER D B

Ao FEEN TVIgG, FEEDS TgM—enriched TVIg, FEHIMZF Z#HE LR %27

7)
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Analysis 2.2. Comparison 2 Polyclonal IVIG versus placebo or no intervention, Outcome 2
Sensitivity analysis, low risk of bias adult studies, by type of polyclonal IVIG, mortality all-cause.

Study or subgroup Treatment Control Rizsk Ratio Weight Rizk Ratio

n/N n/N M-H, Fixed, 35%CI M-H, Fixed, 35% CI
2.2.15tandard IVIG, adults, low risk of bias
Bums 1991 4/25 3/13 23T% 0.69{0.18,2.64]
Darenberg 2003 1/10 g1 44— 229% 0.28{0.04,2.07)
Werdan 2007 126/21 113/303 - 69.83% 1.05{0.86,1.29)
Subtotal (95% CI) 156 127 * 74.49% 1.02(0.84,1.24]
Total events: 131 (Treatment), 120 [Control)
Heterogeneity: Tau®=0; Chi'=2.04, df=2(P=0.36); I*=2.1%
Test for overall effect: Z=0.17(P=0.86)
2.2.21gM-enriched VIG, adults, low risk of bias
Hentrich 2006 27103 29/103 —a— 1742% 0.93(06,1.46]
Rodriguez 2005 8/29 13/27 —T 8.09% 0.57[0.28,1.16]
Subtotal (95% CI) 132 130 - 25.51% 0.82(0.56,1.19]
Total events: 35 (Treatment), 42 (Control)
Heterogeneity: Tau®=0; Chi*=129, d=1(P=0.26); I*=22.69%
Test for overall effect: 7=1.06(P=0.29)
Total (95% CI) 488 457 * 100% 0.97[0.81,1.15]
Total events: 166 (Treatment), 162 [Control)
Heterogeneity: Tau®=0; Chi’=4 55, df=4(P=0.34); I’=12.16%
Test for overall effect: 7=0.39(P=0.7)
Test for subgroup differences Chi*=1.02, df=1 [P=0.31), ’=1.86%

Favours treatment &Lz & 1 3 T » Favours control

AKHFFET IVIgG &7 0 b ATEENGRO SN2 2 0Bk & LT,

IVige OB EEN AR T4 TH o= algEtE 2 CT& 5, Turgeon HiX., IVIgt @

BEE, REWMICER LA X258 L=, &E5E) 1g/ke L0ZW, £

77132 BREILL F o EHIRT T, IVIgh OB RIK FRhE23 R & iz 7= 19,

KBFFEIZEIT 5D IVIgh DG &EITHK 15g LHEE S, HBE OREO FIufE 13459

5okg e THH Z &6, £ 0.3g/kg DG SN TWAHIZT X220, T,

7 U 2MERBRO T TIIRIERE TH 5, IVIgG (2 K 2 WUMSE D FE T Rl D 2h

ERROICIE, EENDRT IR D D,
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AIFZEI121E. %< @ Limitation DEET D, F—I2. AT —HZ_X—Z|2HEL

TiE, ICU A= 1 BB ORI IVIgs 25 LB o 2IROT— X DI LH

INEL TE 5T, IVIgt D EfEREEZ A 7, %E5&, BE5EHMBNAHTH

ST, TVIgG #5725, 1CU A= 2 H H LA B BAE I 8 2 5 2 72 T REME S

bHb, FIT, BEHREBEZHET S SOFA A7 3 HHE, TARZMAT

IBIMBEAT Z2AT S 7223 RERICE TR o T, iz, IVIge OG-8, # 5B

BT D IERER T — X 3G O N o 7o i3, IVIge OF b BRI IG -5 g/

H.ZF3HME SNTERY , KT —F_X—2ZHT 5 FEJH) IVIg6 & 551 15g

WEWTHA 9, %212, TVIge OGICER L, M Ig6 EAIE L TW7Rue

WD, IVIgGIZ LD Tg6 OMPIEEN FH L TWALRHATH S, HEEDRHT

HY ., FKERIEOMAEE &R0, IVIge ZH L TH M 1g6 XA E I

ERLTWRWEEREENTWDHREERH D, KT —FX—ZANHZD X

IIRBEEMEE L. BRI D Z LITARATRE R T2, MR E L TAT —FN— 2R

DFFFTICIBN T, IVIgE DRRZ WG STV D HRetEn H 5, 5 312, K%L

FRAMEBEMIETHY , HAR 2T~y F U TICH Y TRV R

KT BEES D ATRENRETE RV, 5412, MOMBIIRIENETRIZE X
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DR TR T E TWVRWHBEMED B 5, TVIgG Z x5 S AL/ HE T

WIEDOEROFIG RN G- 1oy (R 22M) . TOMOMBIFRIE (DIC IRHE,

U, KHERAT v A B BOERIE, V1 F A UBREBRTT 9 BN

R, o RS VIRERER ) N, IVIge 25 L=2X2 A4 2 7 X Vi

IMRICHER S NTZDAHTh o To, AR TITHAN A =T ~ v F o 7 X oM

Mra i L7225, TVIgG IR D8 2 =2 7 Bz B W T, IVIge & G-RTD

K2 HLEHT D Z ENFAIE 225, L LR, IVIgs # &5 L7 Ef

MEAA IV TPAHATHDS D, ABEBRRINHEHLIZTHAS I LW IRED

b &, ICU A=ER; (Dayl) OBFFHFORFZMHMH L. IVIgt Rk, EH DX

A XV T PR TH DM OMIIRIE DA IOV T R = 7 F IS L

mpote, TO%, MOMBMBRIEOZELZFET D120, HmAaT~yF

7 TR OLNIZRFRICIB W T, PBEHE OTRRARE D AER G INE L, — R bHEE S5

PRI KD YR 2 1B INTHNE L7z, —75 T, IVIgG [Akk, MomBhiiE b A

EHFEINAMFEHA L TWAEZ EBL W E PRI, IVIgh LRI G S v=]

REMEREWZ L2 BE S D L MR = 7 RIS, MoORBFREDOAEEZ A

TAHLEWSTEZFEHDH, FEEIZ, JSEPTIC-DIC M4 DF — & _— 2 & W 1=
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MOWFETIX, [RBEDEB AT ~ v F o T LD 2 FEiEd 512H720 .

Hi) & IR FIECAR A A 27 ORI, tOMPRIEOFEA R AL

TWHHDL BT ¥, HE A 2 7 EIHOTIEN, KO RICEEE 52

TWAHAREME A BB L. AIFEIZEBW T, IVIge DA A a7/ HHIZHTZD

L OMBIRIEOA M (DIC Rk, PUEEEEE, (KAEAT v B, BRERIE,

YA N IA UBREBBTIT O BUEEE, PMX, MAEAZH#A, ECMO, TABP. #iifl &)

ERALT, AR =7 2R L, IVIg6 OZREFMAE LTz, ~ v F 7 DO

796 OXTEBALHZENTE, ZOFETFTNICBWT, v v F IR %

9% &, ICU FETHE (IVIgG Bf @ 20. 8% vs FF IVIgG Bf : 18. 9%, P fE=0.38),

PENAET- SR (IVIgG Bf : 32.7% vs FE IVIgG & : 33.0%, PfE=0.915) TH Y .

AT FHNCAEAAZ RO RN -oTz, £, AT OFIE L FRIC, W OE

WA DR ZZE L, —RALHEE TR Z VT, ICU B R K UFeE LR

WZB 5 IVIge OB L2 HE 5 & IVIgE X ICUSE TR DD (4~ Xtk 1. 135,

95% 5 HEIX ] 0.877-1.470, P f=0.335), KOPENIELEOWD (4 Xtk

1. 045, 95%{E#EX [ 0.806-1.354, P fE=0.741) ICEE L7, S 52,

AZE 1FEBUNOEREE Z T 5720, Wiy 7 A2V o7z, AE3
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HEHKOT HHOD SOFA 2 27 Offi % FAWT, —#AbfEE 7RG X 5 BUs o i
ZEMTHEME L (ANE3HHB, 7THEHDSOFA Za 7 BRKRELTW5H 218 A
FENTINBERIN LTc,) & 2 A, TVIgG IiE ICU SB LDk (4 v XL 0. 892, 95%
{EHEIX[H 0. 642-1. 239, PfE=0.495), K UOPFEHNIETHROREAD (4> Xt 0,911,
95% 5 HEIX[E] 0.693-1. 197, P fE=0.502) (ZBHE L CWrhhotz, il k%
EREL, 2 a7 BHICRATORFAZEE L THRERIIFEAKRTHY . AR
FECHWMFE HIEIT RS TH D B X D, OMBFEIENETEIZE 2 5

BT, TRICIIAETE RV, ORI/ Wb D LB bR,
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[AEGE
AN I 1T D WUMAE BB D S hask LR K 2 A — MMFZEiciB v T,
IVIgG OFe 5% ICU FBET-R, BN LT ROIL T & BEN 2o T2, ARBFZEC, il

DOWFFEREREZEZBET D &, AIBIZBITHIEHED 1VIgs OG5 2 HLET 5720

DOIRPLITF DR T,

36



[ 3CHK]

1. Angus DC, van der Poll T. Severe sepsis and septic shock. N Engl J Med. 2013;

369: 840-51

2. Masaoka T, Hasegawa H, Takaku F, Mizoguchi H, Asano S, Ikeda Y, Urabe A,

Shibata A, Saito H, Okuma M, Horiuchi A, Saito Y, Ozawa K, Usami M, Ohashi Y. The

efficacy of intravenous immunoglobulin in combination therapy with antibiotics for

severe infections. Japanese Journal of Chemotherapy. 2000;48:199-217.

3. The Japanese Society of Intensive Care Medicine, Committee of Sepsis Registry

2007 JSICM Sepsis 1% Registry: Management of severe sepsis and septic shock in

Japan. J Jpn Soc Intensive Care Med. 2013; 20: 329-34.

4. Rhodes A, Evans LE, Alhazzani W, Levy MM, Antonelli M, Ferrer R, Kumar A,

Sevransky JE, Sprung CL, Nunnally ME, Rochwerg B, Rubenfeld GD, Angus DC,

Annane D, Beale RJ, Bellinghan GJ, Bernard GR, Chiche JD, Coopersmith C, De

37


http://www.ncbi.nlm.nih.gov/pubmed/23984731

Backer DP, French CJ, Fujishima S, Gerlach H, Hidalgo JL, Hollenberg SM, Jones AE,

Karnad DR, Kleinpell RM, Koh Y, Lisboa TC, Machado FR, Marini JJ, Marshall JC,

Mazuski JE, Mcintyre LA, McLean AS, Mehta S, Moreno RP, Myburgh J, Navalesi P,

Nishida O, Osborn TM, Perner A, Plunkett CM, Ranieri M, Schorr CA, Seckel MA,

Seymour CW, Shieh L, Shukri KA, Simpson SQ, Singer M, Thompson BT, Townsend

SR, Van der Poll T, Vincent JL, Wiersinga WJ, Zimmerman JL, Dellinger RP.

Surviving Sepsis Campaign: International Guidelines for Management of Sepsis and

Septic shock: 2016. Crit Care Med. 2017; 45: 486-552

4, HARERIRIEE P2 Sepsis Registry ZE & HAMMIMIEZRE T A K7 A >~

The Japanese Guidelines for the Management of Sepsis /7 Z& 1/1/% 7% 2013; 20: 124-73

5. VUM &, /NEtE], JFL%se, SSEE, SR B, TORER, AR A

AR, NARENR, HINET, S, P B, tPEFER, AGE R, AR

BA, BRESEKES, JHHEAHE, fUGHF, IHEZ, fRERA, HP A HARRR

38



HOMAERSIRATA T A > 2016 {RRHFRIZE RS HARBRBUMAEZR T A K Z A

>~ 2016 The Japanese Clinical Practice Guidelines for Management of Sepsis and

Septic Shock 2016(J-SSCG2016) /74 #7/% 74 J Jpn Soc Intensive Care Med Vol. 24

Suppl 2, 2017

6. Hayakawa M, Yamakawa K, Saito S, Uchino S, Kudo D, lizuka Y, Sanui M,

Takimoto K, Mayumi T, Ono K; Japan Septic Disseminated Intravascular Coagulation

(JSEPTIC DIC) study group. Recombinant human soluble thrombomodulin and

mortality in sepsis-induced disseminated intravascular coagulation. A multicentre

retrospective study. Thromb Haemost. 2016; 115: 1157-66

7. Levy MM, Fink MP, Marshall JC, Abraham E, Angus D, Cook D, Cohen J, Opal SM,

Vincent JL, Ramsay G; SCCM/ESICM/ACCP/ATS/SIS 2001

SCCM/ESICM/ACCP/ATSI/SIS International Sepsis Definitions Conference. Crit Care

Med. 2003; 31: 1250-6

39


http://www.ncbi.nlm.nih.gov/pubmed/26939575
http://www.ncbi.nlm.nih.gov/pubmed/26939575
http://www.ncbi.nlm.nih.gov/pubmed/26939575

8. Tagami T, Matsui H, Fushimi K, Yasunaga H.

Intravenous immunoglobulin and mortality in pneumonia patients with septic shock: an

observational nationwide study. Clin Infect Dis. 2015; 61: 385-92

9. Tagami T, Matsui H, Fushimi K, Yasunaga H. Intravenous immunoglobulin use in

septic shock patients after emergency laparotomy. J Infect. 2015; 71: 158-66.

10. Shankar-Hari M, Spencer J, Sewell WA, Sewell WA, Roman KM, Singer M.

Bench-to-bedside review: Immunoglobulin therapy for sepsis - biological plausibility fr

om acritical care perspective. Crit Care. 2012;16: 206

11. Di Rosa R, Pietrosanti M, Luzi G, Salemi S, D'Amelio R. Polyclonal

intravenous immunoglobulin: an important additional strategy in sepsis? Eur J Intern

Med. 2014; 25: 511-6

12. Werdan K, Pilz G, Bujdoso O, Fraunberger P, Neeser G, Schmieder RE, Viell B,

40



Marget W, Seewald M, Walger P, Stuttmann R, Speichermann N, Peckelsen C,

Kurowski V, Osterhues HH, Verner L, Neumann R, Miiller-Werdan U; Score-Based

Immunoglobulin  Therapy of Sepsis (SBITS) Study Group. Score-based

immunoglobulin G therapy of patients with sepsis: the SBITS study. Crit Care Med.

2007; 35: 2693-2701

13. Alejandria MM, Lansang MA, Dans LF.Mantaring JB 3rd. Intravenous

immunoglobulin for treating sepsis, severe sepsis and septic shock. Cochrane Database

Syst Rev. 2013; 9: CD001090.

14. Turgeon AF, Hutton B, Fergusson DA,Mclntyre L, Tinmouth AA, Cameron

DW, Hébert PC. Meta-analysis: intravenous immunoglobulin in critically

ill adult patients with sepsis. Ann Intern Med. 2007;146:193-203

15. Hayakawa M, Yamakawa K, Saito S, Uchino S, Kudo D, lizuka Y, Sanui M,

Takimoto K, Mayumi T, Ono K; Japan Septic Disseminated Intravascular Coagulation

41


http://www.ncbi.nlm.nih.gov/pubmed/18074471
http://www.ncbi.nlm.nih.gov/pubmed/18074471
https://www.ncbi.nlm.nih.gov/pubmed/?term=Tinmouth%20AA%5BAuthor%5D&cauthor=true&cauthor_uid=17283351
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cameron%20DW%5BAuthor%5D&cauthor=true&cauthor_uid=17283351
https://www.ncbi.nlm.nih.gov/pubmed/?term=Cameron%20DW%5BAuthor%5D&cauthor=true&cauthor_uid=17283351
https://www.ncbi.nlm.nih.gov/pubmed/?term=H%C3%A9bert%20PC%5BAuthor%5D&cauthor=true&cauthor_uid=17283351

(JSEPTIC DIC) study group. Recombinant human soluble thrombomodulin and

mortality in sepsis-induced disseminated intravascular coagulation. A multicentre

retrospective study. Thromb Haemost. 2016 Jun 2;115:1157-66.

42



